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samples tested for stability must be
representative of the lot or batch from
which they were obtained and must be
stored under suitable conditions.

(b) Storage conditions and expiration
dates. The results of such stability test-
ing must be documented and used in
determining appropriate storage condi-
tions and expiration dates and times
for each PET drug product you
produce.

Subpart H—Finished Drug Product
Controls and Acceptance

§212.70 What controls and acceptance
criteria must I have for my finished
PET drug products?

(a) Specifications. You must establish
specifications for each PET drug prod-
uct, including criteria for determining
identity, strength, quality, purity, and,
if appropriate, sterility and pyrogens.

(b) Test procedures. Before you imple-
ment a new test procedure in a speci-
fication, you must establish and docu-
ment the accuracy, sensitivity, speci-
ficity, and reproducibility of the proce-
dure. If you use an established
compendial test procedure in a speci-
fication, you must first verify and doc-
ument that the test works under the
conditions of actual use.

(c) Conformance to specifications. Be-
fore final release, you must conduct an
appropriate laboratory determination
to ensure that each batch of a PET
drug product conforms to specifica-
tions, except for sterility. For a PET
drug product produced in sub-batches,
before final release, you must conduct
an appropriate laboratory determina-
tion to ensure that each sub-batch con-
forms to specifications, except for ste-
rility.

(d) Final release procedures. Except as
conditional final release is permitted
in accordance with paragraph (f) of this
section, you must establish and follow
procedures to ensure that each batch of
a PET drug product is not given final
release until the following are done:

(1) An appropriate laboratory deter-
mination under paragraph (c) of this
section is completed;

(2) Associated laboratory data and
documentation are reviewed and they
demonstrate that the PET drug prod-
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uct meets specifications, except for
sterility; and

(3) A designated qualified individual
authorizes final release by dated signa-
ture.

(e) Sterility testing. Sterility testing
need not be completed before final re-
lease but must be started within 30
hours after completion of production.
The 30-hour requirement may be ex-
ceeded due to a weekend or holiday. If
the sample for sterility testing is held
longer than 30 hours, you must dem-
onstrate that the longer period does
not adversely affect the sample and the
test results obtained will be equivalent
to test results that would have been
obtained if the test had been started
within the 30-hour time period. Tested
samples must be from individual
batches and not pooled. If the product
fails to meet a criterion for sterility,
you must immediately notify all facili-
ties that received the product of the
test results and provide any appro-
priate recommendations. The notifica-
tion must be documented. Upon com-
pletion of an investigation into the
failure to meet a criterion for sterility,
you must notify all facilities that re-
ceived the product of the findings from
the investigation.

(f) Conditional final release. (1) If you
cannot complete one of the required
finished-product tests for a batch of a
PET drug product because of a mal-
function involving analytical equip-
ment, you may approve the conditional
final release of the product if you meet
the following conditions:

(i) You have data documenting that
preceding consecutive batches, pro-
duced using the same methods used for
the conditionally released batch, dem-
onstrate that the conditionally re-
leased batch will likely meet the estab-
lished specifications;

(ii) You determine that all other ac-
ceptance criteria are met;

(iii) You retain a reserve sample of
the conditionally released batch of
drug product;

(iv) You promptly correct the mal-
function of analytical equipment, com-
plete the omitted test using the reserve
sample after the malfunction is cor-
rected, and document that reasonable
efforts have been made to prevent re-
currence of the malfunction;
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(v) If you obtain an out-of-specifica-
tion result when testing the reserve
sample, you immediately notify the re-
ceiving facility; and

(vi) You document all actions regard-
ing the conditional final release of the
drug product, including the justifica-
tion for the release, all followup ac-
tions, results of completed testing, all
notifications, and corrective actions to
prevent recurrence of the malfunction
involving analytical equipment.

(2) Even if the criteria in paragraph
(£)(1) of this section are met, you may
not approve the conditional final re-
lease of the product if the malfunction
involving analytical equipment pre-
vents the performance of a
radiochemical identity/purity test or
prevents the determination of the prod-
uct’s specific activity.

(3) You may not release another
batch of the PET drug product until
you have corrected the problem con-
cerning the malfunction of analytical
equipment and completed the omitted
finished-product test.

§212.71 What actions must I take if a
batch of PET drug product does not
conform to specifications?

(a) Rejection of nonconforming product.
You must reject a batch of a PET drug
product that does not conform to speci-
fications. You must have and follow
procedures to identify and segregate
the product to avoid mix-ups. You
must have and follow procedures to in-
vestigate the cause(s) of the noncon-
forming product. The investigation
must include, but is not limited to, ex-
amination of processes, operations,
records, complaints, and any other rel-
evant sources of information con-
cerning the nonconforming product.

(b) Investigation. You must document
the investigation of a PET drug prod-
uct that does not meet specifications,
including the results of the investiga-
tion and what happened to the rejected
PET drug product.

(c) Correction of problems. You must
take action to correct any identified
problems to prevent recurrence of a
nonconforming product or other qual-
ity problem.

(d) Reprocessing. If appropriate, you
may reprocess a batch of a PET drug
product that does not conform to speci-
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fications. If material that does not
meet acceptance criteria is reproc-
essed, you must follow procedures stat-
ed in the product’s approved applica-
tion and the finished product must con-
form to specifications, except for ste-
rility, before final release.

Subpart I—Packaging and
Labeling

§212.80 What are the requirements as-
sociated with labeling and pack-
aging PET drug products?

(a) A PET drug product must be suit-
ably labeled and packaged to protect
the product from alteration, contami-
nation, and damage during the estab-
lished conditions of shipping, distribu-
tion, handling, and use.

(b) Labels must be legible and applied
s0 as to remain legible and affixed dur-
ing the established conditions of proc-
essing, storage, handling, distribution,
and use.

(c) All information stated on each
label must also be contained in each
batch production record.

(d) Labeling and packaging oper-
ations must be controlled to prevent
labeling and product mix-ups.

Subpart J—Distribution

§212.90 What actions must I take to
control the distribution of PET
drug products?

(a) Written distribution procedures. You
must establish, maintain, and follow
written procedures for the control of
distribution of PET drug products
shipped from the PET drug production
facility to ensure that the method of
shipping chosen will not adversely af-
fect the identity, purity, or quality of
the PET drug product.

(b) Distribution records. You must
maintain distribution records for each
PET drug product that include or refer
to the following:

(1) The name, address, and telephone
number of the receiving facility that
received each batch of a PET drug
product;

(2) The name and quantity of the
PET drug product shipped;

(3) The lot number, control number,
or batch number for the PET drug
product shipped; and
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